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w mm 

(d i mxh z>fy * ^^(Dm^umi-^fy * ^yy^&rf-y 9 * * 

>- -g^OJ&M* * W*"t 5 8^ o * -*&&©£ ft S r £ 
i" 5 x - * © Jfc&#ifc s-r 6 o 

tt1MMtfc£#, AmBHJtHBtfoSftK^Ai-*. *©J:5fctttMMt© 
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0glfi4 1 lC:fcl^TT§fc£l31tteL AP (lingual antimicrobial peptide) t T 
AP (trancheal antimicrobial peptide) L"C#3£-f"3 t 

5^tt(Co^T^MSrWtli-r5^»W^^#fctiT^6ri«, fill 
it FcyRIHa (CD 16) (0J*.Jf, M»3#E), HL 
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A-DR^DQ (mz-\f, #<®WXffi4&m o ), IL-1 #ft$?X 

10 jttMSfMftl : 

^T" — TA (Springer TA) , h is WS ( Thompson WS) b, ■ Inherited 

deficiency of the Mac-1, LFA-1, pl50, 95 glycoprotein family and its 
molecular basis. "J. Exp. Med", 1984 *£, f|160#, p. 1901-1908 

15 C (Toomes C) , v 5 ^ — A^. J (James J) *b : Loss of function 

mutations in the cathepsin C gene results in periodontal disease and 
palmoplanar keratosis, "Nature Genetics", 1999 % 23 p. 421-424 

/h^T(KobayashiT), !)i^^-^NA ( Westerdaal NA) b : Relevance 
20 of immunoglobulin G Fc receptor polymorphism torecurrence of adult 
periodontitis in Japanese patients, "Infect. Immun. ", 1997 ^, % 65 #, 
p. 3556-3560 
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4 

t^ms (TakashibaS) ',*|JJH ( Ohyama H) b : HLA genetics for diagnosis 
of susceptibility to early-onset periodontitis, "J. Periodont. Res. ", 
1999#,fg34#, p. 374-378 

3 -y 7 yKS (KornmanKS) , t U^^A ( Crane A) b ■ The interleukin-1 
genotype as a severity factor in adult periodontal disease," J. Clin. 
Periodontol. 1997 % 24 £, p. 72-77 

I (Holla LI) ,7 7^> A ( Fassmann A) b : Interactions of 
lyraphotoxin alpha (TNF-beta), angiotensin- converting enzyme (ACE), and 
endothelin-1 (ET-1) gene polymorphisms in adult periodontitis, "J. 
Periodontol.", 200l¥,f|72#, p. 85-89 
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5 
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*fctt 

(ii) &7v-7*Gtf77J^-&&M1~*&&*%W Jl * s VZ i * mm 
Y 1 : 

5' ATAGGCGTAAGCCATCATGCC 3' (SEQ ID NO:i) 
5- CATCCTGGTTCCTCCCTCTTT 3' (SEQ ID NO:2) 

\z. J; 9 *B*B $ ft 5 D N AmSSB^iTr 

t hj3 _^ 7x y^y2l^©^?«iU»^ -1431 (X 

tf*G^kC«mL7tDNAikS@E?iJ 
•fyj y f 2 : 

5 , TGTTTCTCAAACTGCCCTTAG 3' (SEQ ID NO:3) 
5' ATGGGATTGTGACTACATGTG 3' (SEQ ID NQ:4) 
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K£ !)*gi|®$;h,5DNA&gBB?i]T? 

ML- 1035 (fcJWWfc 2-1) ^Gi^T «H Lfc DNA * V 

/*fctt*«t-1027 (»«5tt2-S0 ^A^bGt^^UfcDNA^IS^ 
*5J:W**:W:»ffi-9S6 (SEJWMfc2-3) a* G a>£> A fcSWLfc DNA&g 

H^7^ -v— t y M£ £ D til® £ *l5 D N AikKIBMT* 

-912 (f I« 2-5) j6ST36>6>Cfc3ESbfcDNA«iB?lJi3J;V 
/*fc«TO-874 (XMtt 2-6) * G 3&»e> A Ufc DNA*fc£E?U 

iry b 3 : 

5' TCCGGACCCACTTGAGACTCC 3' (SEQ ID NO'5) 

5' GAAAATTCCTCCTATCTTGCA 3' (SEQ ID NO-6) 
K: J: 9 if *I £ ft 5 D N AjftSKEIt? 

^{4-539 3-D # c a»e> t ufc dna&sk^ £1*/ 

-472 3 -2) a 5 A a* 6> G Jl tfcDN A^SSH^'J 

-fy4 -7 — tr 4 : 

5' ACTCCATTCACACACTGGGTT 3' (SEQ ID NO-7) 
5' AACGAGAAGAGGAGATACAAG 3' (SEQ ID NO*) 
£ <9 it >I>I £ ft 5 D N A^SB^IJT* 

w$l -io8 caywMfc4) asTa^bc^^Lf'DNAi^ssa^j 
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5' ATAGGCGTAAGCCATCATGCC 3' (SEQ ID NOa) 
5* CATCCTGGTTCCTCCCTCTTT 3' (SEQ ID NO:2) 

yyyf-^—^-y h 2 : 
5' TGTTTCTCAAACTGCCCTTAG 3' (SEQ ID NO:3) 
5* ATGGGATTGTGACTACATGTG 3' (SEQ ID NO:4) 

y7^?-t $/ h 3 : 
5* TCCGGACCCACTTGAGACTCC 3' (SEQ ID NO:5) 
5' GAAAATTCCTCCTATCTTGCA 3' (SEQ ID NO:6) 
<Dm&M3ffl&'£^ K hx^ac^VJt^f-mftJlSl-SDNASrlge-rS 

-fy^^r—^zy h 4 : 
5' ACTCCATTCACACACTGGGTT 3* (SEQ ID NO:7) 
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5' AACGAGAAGAGGAGATACAAG 3' (SEQ ID NO:8) 
^PJ^i5#ii^S^«.MS:tt«^1-S^r&tt, Ti/;v» PCR 

(Allele Specific PCR) fe£ffil^C, t h C7>T l//^^ U ^©i&^IE^J 
DNA^5/7°^b^-&fetl5^fctSffi^-&^Di2 t ^T^ fc h3-77xy^ 
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10 

HHlis t> )3-7 ? 7^yv'^2it^^SiH^JW-^ (1020fllCOi& 

5 m i b ft, in i A(om% x-h v > t h is — r 7 * % / ^ 2 jte^oauEE^ij 

©— IBJ (1020 ^O^S) tr^1~o 
GO— g|5 (1020 Sr^-to 
10 CO— $15 (1020 fiGO&S) £^1~o 
CO — p|5 (719®60^S) £r*1\ 

15 7 3 2<6HBj&» ii^l', ^n^-^-mtt^o 

t h j8-x7^^v^^2ate j J 1 C0DNAia^Jl^ 2fe60^tSfet-l5ic$ 

Diamond, G. , Kaiser, V., Rhodes, J., Russell, J. P., and Bevins, C. L. 
Transcriptional regulation of beta-defensin gene expression in tracheal 
20 epithelial cells. Infect. Immun. 68(1), pll3-119 (2000) 
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(A) k Yfy , *>'W©»5U3J;if J t©W* 

(Ganz T : def ensins and host defense, Science 1999 ; 286 ; 420-421. ) 

#^<??iiJtLgi3:fe5MM (gcf) ©ii^^ W(io-77xy^t 
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5„ 3m©l3— f7iyV^ (h B D— K hBD-2, hBD-3) \t, 

-??^s^y\ (hBD-D mm. mwts mm. p«*©*o 

£tu5 0 t -9*7*^^2 (hBD-2) H^^-f7xyV 

^3 (hBD-3) ^IMPffi**©***^^**^ 9 t>* 

©K£]flS^LW5::fc#*Sftfc. hBD-2t>£fc, PEl*Lt&R:*3 

hBD-3ipB^7f ^M^fflJ^-e^m $ tts n £ * tit: 

£fCJf^£aj£ft5#, i<RltiMllfiiK:iiBD-lihBD-2S*© 
TV^o L*>U hBD-l*5J:tfhBD-2W\ »I&asjttMMHfcL-CV<> 
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&m&&Z. b-rv<&V^jE*&#rttth BD-1 joi^h BD- 2 <Dm*Z 

fcb^-f7xyW2 (hBD-2) 

?yT&£Tmm&<DMmfc£vx*mi-zzktfi*&£*i. nf- 

B B(BTO«aT.«*^e>ft"rv^i:«JII**b-CV^. ftfeRl, hBD 
_2:/n*— ^HWtttt, 3ffi»NF-/cB^@B^J^o-C^-5 0 (Liu L, Zhao 

15 C, Heng HHA, Ganz T, : The human beta defensin-1 and alpha defensin are 
encoded by adjacent genes ; two families with differing disulfide 
topology share a common ancestry. Genomics 1997 ; 43 ; 316-320. ) (Liu 
L, Wang L, Jia HP, et al. : Structure and mapping of the human 
beta-defensin gene and its expression at sites of inflammation, Gene 

20 1998 ; 222 ; 237-244.) ^UT, tOfflrHMW»«tt©««lC#r«lil* 
fo&fcMMXhZo (Kopp EB, Ghosh S, : NF-/cB and Rel proteins in innate 
immunity, Adv Immunol 1995 ; 58 ; 1-27) toH, NF-kB 
&<DUmmX\Z. h BD - 2© WJiSr^l^9^t5fcfetl4TO 
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%L%W%bfc> :lltt(CRT-PCR (Reverse-Transcriptase 
Polymerization Chain Reaction) 7y^t«fltt, PKH»^> K 
B»«hBD-2 mRNAmttV^rt^Ufc (Cancer Lett. 
143:37- 43, 1999) Q KB|ffl««, p|g^gI0^*l~r?)^Stt^fc^^i?) 

#SSE©W35©H££Lt\ KB»l^lt5hBD-2 mRN 

PRISM310 Genetic Analyzer (Applied Biosystem %fc. CA, #3) 
&J8^-Cfi88fc£U *A3as«>*ifc#Wbd^ftofc (£1). 

frofCo KBlDfiO^P^^^^tli GeneEditor in vitro Site-Direct 
Mutagenesis fc* 5«||*»bllia*^^7*7-*JS5tt©»fc«:Hs*l-fc. 

WBLfc. C/EBPe, TATAbox|fcliSox5i 
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h B D - 2 mRNA^©^i |8#^fe5 £ i Sr^LT^S. 
j3 _ ff731 ^W2 (hBD-2) #AWIttk*a*il-Ci8D, Pl£JU£tf> 

jEn^mm^o-mmmir^t^Mo u*»u*^b, hBD-27 0 
(b) #jaatt©wMattfcHi-a*fi£#ife 

5 r. AS-C* fcft b tf . #JH£&®38*J* aWT«r^«i*5 
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x-f sfc&tf* fo5v^&ffiyn-:/©&siB?ij£^5:/7^-£:;B 

U I>V^TftW^M^ffl®©^l^I^AT^^V^fc©}C^©^.#^!l^ 
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io (c) e hj3— T7^y^y2> 

TO 

*#w©:frifc#aHl $ti5Mtfl p|firt©tttt* £©fflft*fctttf fc» 

20 ie?-ffcttDNA©^i 
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Vfttffrift, P C R (Polymerization chain reaction) © X 5 frg^^Z&KlS 
10 -X«>f GB^5i£u *7A^nvFf77^^im^ 

RU^=.zlT;^\ HB J ttiJK^, 1991f, p309) l*flB£T?5Ri£ft 

15 

P C RjfetJ: J: 3iM% btf^arrs D N at°p -^jcj: § * ^ y -~ v 

(Dm&®frb. S&iblrZT 1 ? xyi/Vi^ -£©:/ci*— *-£fctt* 

S^^^^-tt, #!E-t-5 4o©7°7^— fey h^t^T, *fctt^J&< 
fcfc loo^/r-r- fey hSrSH^ffi-t-tLJf <tv\ ftSSiftb^yy^ 
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^J^ffBamHI, BgLII, DraI N EcoRI. EcoRV, Hindlll, PvuII if Sr^T^ 
ilA~lEH t h j3-7 f 7^^2S^<P^SB?IJ£*H"o J&Oifc 

^t^M*LV\ @lA~lElI|j:, fc h j3-x7x^->^2il^C0^S 

nfc»}* (Cell line), 1"&fr*> KB » ; fc hMB^ltt^bW, 
SCC-9; t SAS; t h^J^MSBfettM, HSC-2 ; 
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t h n&tty w«»wm**«c{kiwi&, hsc-3 ; t h§* y ^ti^m 

*5&*«J3^ HSC-4; t ^tfj^m*^b*Bfla> Ca9-22;t 

JS % osc-20 ; t h^SJME£&A*^tiM& Srfflv^W^fco 4i*±l5 

iDN A<7)m^^SE^J^«V^il)S^^C5 r £ fcfUffi LTiifc^ 
^cD^"*EE$rp^<5 S S C P (single strand conformational polymorphism) 

H-e«-1035{4g{C G T -1027^g{CA^^GO^m^, 
-93eim^GfrbA(DmmK -923{iSiCC^tTI^^ % -912 

t^-472-feeiJlA^e>G©^^fee>tL N 7 P 7^^— fey h 

:©^T% -1035 «fc*-e©S6*^ £> -472 IfeltSWSaWSs 3"77i 

5 0 
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7 = >- > ^ * if J; 5 EdSftUB £ £*n 9 , #Jii£Sfc if ^ * t 1 y T icjg 
Bt^iolf« fcSV^^tBg-tSP ^^SrtlSi-s-t^ 

(A) ^tHT'n-y 

PCR^^-HT, fo5V^|£*ft^*BI« 
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1tt&m<o&&<oW&. tt^ *5±tJ«/*fc«:ll!l»fcJ:9<INft*tufcBB5tiB 
15 J X%-mmnktZ>tz.)b\z.^ lOfflEJLh, #*L<ttl5m±0«*«r4B 
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"fey F 1 : 

5' ATAGGCGTAAGCCATCATGCC 3' (SEQ ID NO:l) 
5* CATC CTGGTTCCTCCCTCTTT 3' (SEQ ID NO:2) 
{^J:*)ii*S*ixSDNAi£SIB^J (E 1 B ©jggE^jTr, 1176~1606 ©ia?!l 

1431 mmnm) ^a^cimmLtcDNAmmmm, 

-fyj-zr—^r-y Y 2 : 

5 , TGTTTCTCAAACTGCCCTTAG 3' (SEQ ID NO:3) 
5' ATGGGATTGTGACTACATGTG 3' (SEQ ID N0:4) 
(Cj;t9ii*I$^5DNA^SIB^J (miB(DmM^lX\ 1561~2031 

X\ gfl{4-1035 <MgMQL2-D ^G^£>T«MLfcDNA&SiB 

mMmn^xwt. tatmt-9S6 (iw 2-3) & g a* e> a tc&g ufc dna 

i££IE?iJ:£itjyWc 923 (g^£M£ 2-4) & C frb T «^L7c 

DNAJ£SIB?iJ . 
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JIJ-C, 1561~2031 <DMB&\M£)> -912 (&S$Mfc 2-5) ^Ti»6>C»CjE 

mmmt. 2-6) # g a»e> a 

5 «^LfcDNAi£SgH?lJ, 
7"^^ "V^—fe 7 b 3 : 

5' TCCGGACCCACTTGAGACTCC 3* (SEQ ID NO:5) 
5' GAAAATTCCTCCTATCTTGCA 3' (SEQIDNQ:6) 
10 |Cj:9*IMB$^SDNAiiaEBW (@1B, 1C <OVB&m-Qs 1987-2470 
©EMfU^) T\ TO-539 (XAflHB: 3-1) # Ci^T \z&&Lit DNAi& 
SE^J:fc<fctf/*fctt«Mfc -472 G£g|3tffc3-2) ^A^feGl^AL7tD 
NAi£K@B?'k 

15 ^7^-^— fey h 4: 

5' ACTCCATTCACACACTGGGTT 3' (SEQ ID N0:7) 
5' AACGAGAAGAGGAGATACAAG 3' (SEQ ID N0:8) 
JCj:01i(BSixSDNAi6SiB?IJ (miC<Dl&mmX\ 2421~2760 Olfl^lJ 
Uft)X\m& -108 (»*aJtt4)3ftST^feCfc»LfcDNA«a£E^J. 

20 

ztibo-fv— dna v'>-fef--ru i -icj;?)^^T*#5o 
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*i/^~t? (hrp) Bm&Mnvx4k&%ytmz.£<o. hz^t*?***- 

])*V> (Phycoerythrin), V;^U±4^ (FITC) iV>ofc£3teaWfc£ffl 
10 ±|B7 p n-yt^yy^XLfc DNA SrjftapJ: < #ttUfetti"e# -5 <fc 

- 1 v x-r 5 n t jjs-e^ § j; 5 }c s & ©ffiyij t ffittft ftft£ 

20 iB^Sr*i-SDNAWJT-**:f4*Jxft^tP»l*fr^*>5. L^U/«C^b, D 
i©DNA7*n-^tts 7V^7^7*7!l-ffcttDNA7^7'7y-^ 
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fr:Jb\ ifB^^n-y (^fctiyp-7' % DNA^n-^if) Ell 
A-lEcD^SE^JlcS-^t, DNAiXVirlMlf-{£J:5te^&> PCRt 

(b) mm^momBm^wm^my'-^oum 

DNA»iS 

j. ^ ^ y - - ^ ^frffft o T# b tlfcD N A*5 i ^ CO 7 7 ^ ^ b ffi^ 
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10 

Cite, W^P^X^f (31< V^i5^^oTV^ilttli^b^V\ 

iw/y ^XL^v^tt, &5v^ii3r<z>iHf y • /M^y^y i?-iy 
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3 1/<D rgfe^J <D%*fa\z.1®%irZ> S SCtit (SSC; Standard Saline 
Citrate OPfcT\ 0. 15M NaCl, 0. 015M $ ^l/WF Y V 1* pH 7. 2 %M*fe1r 

5 btlZo KfoUm-$, MDNAO^/VM&gj;?) 1 5~2 5°C{£V^g;$S 
10 Wis • 9 >a Vte, DNA£ftJ|»|fTi^llrLT#fe;ft, 



WO 03/076614 PCT/JP03/02518 

29 

15 t #-c# -So 
a) i&v*?m 

A/ £*V* t r ©f^©g^DNAI44tf7 ^^jEffr^ 
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(iii) 

fi-^x.^v^fc^ ±1E<d (i) (ii) <D\,^-fti\zk£Mi-Z>^tftX~%tj:\,m 
15 1|i|'I^(c:J;S«IMx-^oi|x* 
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%r-$-%tc£><D— j&ftftPCR&flf^^ftTl^ (S.Kwokm bsNucl. Acids 
Res. 18 -.999-1005, 1990) 0 

/1/1J#SW (allele specific) PCR jfe^rfr ft 3 - ^ t>"Ct 5o 

(SEgSD ir-TSo TWH (iE^M) W«^fC7WV2 (£g£D 

(IE3?§!D J: 5 ^jt^M^#^«Jf- PCR (T wM#m#j 

PCR) &?T&5^ PCRfCiStiil'S^^T^ft^S^^^ioT, %<D 
it^M/^T wv 1 T'fcS^T WW 2 trfcS^^T't 3„ 

T WMtglft PCR ^ft, TWV1 (IE3t§!D> TWV2 (^M) 

t>'Afcfj:7W^2 (^HM) <D^mi9r***W) £<9 
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5* GATGGGAAACACTTATGAAGG 3' 

5' GGCCGCCAATTGCTACTCTGGGTTACGGAG 3' 

5' TTGCTACTCTGGGTTACGGAA 3' 

-^mt^mm^v^^— fey h 

5' CTTTGGGAGCCAGGGCTTTCT 3' 

5' AGGGAGACCACGTGGAGGCCTTGCAGCCCC 3' 

5' ACGTGGAGGCCTTGCAGCCCT 3' 
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5* CGTCACTCAGGGAATGTCAGC 3' 

5' CTTCTCCACCAAATCCCAAGGGCAGTGACA 3' 

5* CAAATCCCAAGGGCAGTGACG 3' 



allele specific PCR&S£*5^T, 3' *$fc«JI&g©^J|g^i£&*fc 

c r %ftfa\ — t- * <nm^\z.\% t*h b©y7-f^-» x h m cii^ 

^flh^V-i^—^^^X (Roche Diagnostic tt) 

Lfc^oT, allele specific PCR ^xn<«W5Tfg 

&Sfe£g4g;|&3iE (NAT; nucleic acid amplification test) t L-~C\ ^Jx. 
fj! N niXzL (tfc) %LOP CR (Polymerization chain reaction)^ v^i/- 
^f|±©TM A (Transcription Mediated amplification-hybridization 
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protection assay) ft, Ttfy ^ (*) th© L C R (Ligase chain reaction) 
^ (W) tt©LAMP (Loop-mediated isothermal amplification 

of DNA) jfe, SMit «*.) th© I CAN (Isothermal and chimeric 
primer-initiated amplification of nucleic acid) ^SrflJffi1~<5 £ t 
5 £5o 

»flf^>f-*— tt* 15-40 L<fi 15-30 {@fu^O«&g^b ft 

&©^?>f • fey SM&J*. i£SIBW^£*ifc 2 o©t!) =0*^ v 
^fcPCR^S Ty>f MNf^7 — J (Roche Diagnostic ft) SrfflV^tUfift 
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a) {gy^s 

fttex^T'V- hDNAT?&5»W*©»BHBfll#* ^MIB^iJ^tpyy 

(ii) ffiy^^M 
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BSf6¥ifet>*Uffli-5 w t ^T-t S.*©l¥»tt^S)Wff)F&# 2001-57892 

©^Srffiv^C^fcx-* -ChoX h «£ v * u fail 9 a>©#tfcfc#JB tt# 
fc&£ttfc»fgb-Cft£;ii5. « Lfc «cg<K Mite, -1 
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. ( c ) fam&MM 
10 £»-f5 0 
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^y^k-ttbtf^y h<D£5KL&0L<Dl*M* «tt"*ifSrBi0ft5 

m<OJMs DNA^XmSrm^tf^i^M^L^o &£L<«, ^ne> 
DNAf^^MttSo DNAfs'/ll (SfPHKB" 

ffl) (DDNA^^*07 ? -^^ ; S?r#±^i-6y-/^t?fcSfc* > 0— r 
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SepaGene (=##631) Ctffftofc. ttfcfcS DNA £ AmpliTaq Gold Master 

Mix (ABI PRISM) Thennalcycler (TaKaRa) iCTst'S^tiif'I^fT^o 

IBV^Co ^©t, SeePlaque agarose (1. 5% Agarose gel) (BMA) X*WM.^-W}^: 

mev\ x^K«^i±sb6 5x:i,zx>f^mm, wmmmojimx* pcr k 
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=t5i|'l'S : £: : fTftofc 0 Z<D PCR MVo& NuSieve 3:1 agarose (1.5% Agarose 
gel) (BMA) X^mm^Wi^LX, /^K^^tBL*:^ QIAEXH Gel 
Extraction Kit (QIAGEN) idT DNA £ttfcH Lfc c -fcOfK Big Dye Terminators 
Cycle Sequecing Ready Reaction Kit (ABI PRISM) fCT®££^ %7MZ. 

5 zzmm. n%m&m. *mt^ k (abi prism) xmrn^tco 95°c-e5 

#iMt£U ^Lfc^ Yi/—?^^— ABI 310Genetic Analyzer 
(ABI PRISM) ^aii/^^S^f&ofCo 



1* ^ 






S SB 






(Cell line) 


1' (1) 


V (2-2) 


2* (2-5) 


3' (3-2) 


4* (4) 


(-1431) 


(-1027) 


(-912) 


(-472) 


(-108) 


KB 




O 


O 


O 




SCC-9 










O 


S AS 


O 


O 




O 




HSC-2 


O 


O 


O 






HSC-3 




O 








HSC-4 


O 




O 


O 


O 


C a 9-2 2 












OSC-1 9 


O 


O 


O 


O 




OSC-2 0 


O 


O 


O 


O 


O 



• SSCP&^iS^ 

SepaGene (H^fe^) dT^T&ofCo ttfcb Zflft DNA £ AmpliTaq Gold Master 
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Mix (ABI PRISM) &fflV\ FITC«07 P 7-f-7-(^-f W hv— 
C^tlUCT^^-i- FITC £ £1 fife Lfc |^IC<4«^ 0 )-C 
Thermalcycler (TaKaRa) fcTJt^iiBSrfTftofc. CO PCR mto<D-&& 
NuSieve 3:1 agarose (1. 5% Agarose gel) (BMA) T?^^<lb& S^V^ 
K-efcS C £ £lftmLfcm> PCR jgfcfc 95°CT- 5 #»I4U b 
fc 0 r*L& 6 %Long Ranger Gel Solution (BMA) -C^Lfc^/Vett^tt 
&fr#ofc 0 ; e©^> FMBIO Readlmage (FMBIO Analysis V8. 0) DNA O 

mmmz 

5t^o«^ ^imS^Ic Lfc»#6l AO®rt«Offi/5^5tW 
V) % QiAamp DNA Mini Kit (QIAGEN) J; 9 Wc£^M£, ^Jfe 
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m2 m.&&&a<Dtiitti (^<D2) 







& S SB fit 










2* (2-2) 
(-1027) 


2* (2-5) 
(-912) 


3* (3-2) 
(-472) 




(%) 


m 


1^^— y i 








0 


0 


m 








O 


i 


1. 04 


m 






O 


O 


5 


8. 20 


m 


y4 




O 




0 


0 


m 




0 






0 


0 


6 


O 


O 




0 


0 




o 




o 


1 


1.64 




o 


O 


o 


54 


88. 52 


m ft 




61 


100 



* JttSWfcft^fflLfe^^"""— fey h 2*5 .fctf 3 
5 .^1/^ h^x^felliSt h©jfl5?^©&3s 

ates?©**^ i t«ft3tR:iRi* ufc*»55 A©«rt«©tti&&» bate? 

V) s QIAamp DNA Mini Kit (QIAGEN) fclj; 9#bftfc»£^fc^H^ £ftE 

10 mit mM^mttftft o fc„ 

^©jfe^ $r>iJ— (0^ifir;V(DM^, momt^it^-X 50-90% 

15 1&fc*<DW&8&& 3 fc*M~o 
MM 5 

• allele specific PCR 5th ©ateHES©&8l 
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'SrBHJtU ^(D^B^MO^m^ aUele specificP CR^^V>T^mUfc 0 
7|s:^<D^fflfi^©5:^fB^$i^'CV^5 :Hamajima, N. , Saito, T. , Matsuo, 
K., Kozaki, K., Takahashi, T. , Tajima, K. , r#Mt£<D«^*^ 
5 OfcfeOMl"] 2^X7" 7^ -^—{-£5 PCRJ , Japanese Journal of Cancer 
Research, 91 #,9^, p865-868 (2000 

(D&m&^WT'WQ , QIAamp DNA Mini Kit (QIAGEN) {c£ 9 #btbfc»^rffi 

10 #6>tWi:DNA0.005/zg//*l Light Cycler Kit DNA (Roche Diagnostic 
*±), QuantiTect SYBR Green PCR (Roche Diagnostic ?±) Irffl^tf 4lu^ 
I-PCRK/S^TT*, l7>f MM" J (Roche Diagnostic *±) 
-1027,-912,-874 (D#l3»^S£^iW5fc&©:/7^~^ 

15 ^(Di|il>I^V^W^B#^»b^ 3 K^iTs -1027, -912, -874 «©7 



3 t b(D7I/;^t^ 







-1035 


-1027 


-936 


i 


J23 




GG 


30 


AA 


0 


GG 


54 


CC 


29 




GT 


25 


AG 


25 


GA 


1 


CT 


26 




TT 


0 


GG 


30 


AA 


0 


TT 


0 






-912 




-874 




-539 




-472 




TT 


2 


GG 


25 


CC 


54 


AA 


0 




TC 


26 


GA 


29 


CT 


1 


AG 


0 




CC 


27 


AA 


1 


IT 


0 


GG 


55 
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$ 4 Allele specific PCR ©Sf&^# 







F*3 ^ 






1 


i 




95<C 


2# 


2 


50 




95°C 










60°C 


5fP 








72°C 


10 & 


3 


1 




40°C 


1& 



-1027 *Mfc&ajJB^7^-"feS' b 
5' GATGGGAAACACTTATGAAGG 3' 
5' GGCCGCCAATTGCTACTCTGGGTTACGGAG 3* 
5' TTGCTACTCTGGGTTACGGAA 3* 

5' CTTTGGGAGCCAGGGCTTTCT 3' 

5* AGGGAGACCACGTGGAGGCCTTGCAGCCCC 3' 

5" ACGTGGAGGCCTTGCAGCCCT 3' 

-874$B^tBffi7 P 7^^— fey h 
5' CGTCACTCAGGGAATGTCAGC 3' 
5' CTTCTCCACCAAATCCCAAGGGCAGTGACA 3' 
5' CAAATCCCAAGGGCAGTGACG 3* 



mmw 6 

• ;l/v'7 x 7 —fe'^SttT s» t'f (Lucif erase reporter assay) 



WO 03/076614 PCT/JP03/02518 

46 

KB - 1 0 2 7 Off, fc<5VM*-4 7 2©fi 

m^^&ofc^l-StU TlEO^-f^— fey >*3.fctJ* GeneEditor in 
vitro Site-Direct Mutagenesis (invitrogen, CA) Sr-€:©ttffltt5l#fcfl6o 

T ^ u _ i o 2 7 fc^tt- 4 7 2 <z>4fcg(D£&&jE#fc:eife 

-1027 IB O:/^^— fey H : 

5' ctactctgggttacggaggaaggacagg 3' 
5' cctgtccttcctccgtaacccagagtag 3' 

io -472 Rto^yJ -fc y h : 

5' gaatgtccgagcaatggatagaatt 3' 
5' aattctatccattgctcggacattc 3' 
-<Dftfcttft&$ttt&^ffite&JMl.2WDP t luciferase gene construct 
O^/f-r-ty h : 
15 5' tctcaaactgcccttagatcga 3' 

5' ccaggagctgagtctggggagg 3' 

/V^7x7— fe^<^ pGL3-Basic Vector (Promega) {£&B.#-i&3^ % 

^^©-1 0 2 7<^{4M. fc3^ii-4 7 2©OTte*J**rJ*o'b© 
S££ttfcH U. f\s%J * (Mini lumat LB9506, Berthold Technolgies GmbH. 



WO 03/076614 PCT/JP03/02518 

47 

£^*t*, - 1 0 2 7©tI*3itJ ? -4 7 2©fflt©SESSr3E»K:ili"4:, 
Lfc^o-C, ^cD$|5{i(D^^7ni^^^2 0^m^#(-Pl$ : 1"?>-t^ 
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i. 

(ii) ^yn-^O^Sia^J%^tP7 0 7'l'^--^^1- ; 5it^i|'l I S^^ 

2. 

*yy 2 jftfc^P© 7p^- * -©— $5"CS> o T£ftitt2£Sr£tri*MBfll z -f «= 
(i) !&&«£© j3 -f7i^2l^i3 : e- * — iB^Ji^D— 
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3. 

3 ' ^ t -tZ'Pft < t i> 10 ®<omMfr h ft 5*&«»-atf - £ 

4. 

•fy^-r—^zy Y 1 : 

5' ATAGGCGTAAGCCATCATGCC 3' (SEQ ID NO:i) 
5' CATCCTGGTTCCTCCCTCTTT 3' (SEQ ID NO:2) 

\c x 19 *gfg £ ft z> d n A^ssa^jt? 

t^ig— 7*7=cViy:/2 3k^7-o4E9MM i D _tifc<BlfMk -143 1 & 
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5' TGTTTCTCAAACTGCCCTTAG 3' (SEQ ID NO =3) 
5' ATGGGATTGTGACTACATGTG 3' (SEQ ID NO:4) 
K£ OiiffS JxSDNAiiaHWIt? 

%m- 1035 mmmt 2-1) & g t>*b t h tfc dna sm^iiss £ t>v 

4fcttaHit-1027 (f W 2-2) j&S.A^&Gfc&£LfcDNAttM?IJfc 
i UV£fcW*Mfc-936 GEMtt 2-3) ^GHA «gLfc DNA i£SIB 
3?fl*5 £t>V£fckW£-923 (g&fflHfc 2-4) tf* c frb T bfc DNA 1£ 

7 4 v \- £ 9 * ^5 D N A4£SE?IJ-C 
£|3<f£ - 912 2-5) # T ^ b C \Z&Mk L fc D N A&SBa^J** J: 15/ 

f:fc««fc-874 (SEft»fit2-6) «SGa»bAfcSggUtDNA£2£BB#l 

yy-Y^-ty h 3 : 

5' TCCGGACCCACTTGAGACTCC 3' (SEQ ID NO:5) 
5' GAAAATTCCTCCTATCTTGCA 3' (SEQIDNO:6) 
RlJ: 9 $ D N A^SiB^lJl? 

»-539 (fllt3-l) dSC^bT^^UfcDNAmSffi^ir^/* 
fcttSWfc -472 (£J*SMfc3-2) #AJ&»e>Gfc3g*LfcDNA*2EK#l 
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5' ACTCCATTCACACACTGGGTT 3' (SEQ ID NO =7) 

5' AACGAGAAGAGGAGATACAAG 3' (SEQ ID NO :8) 

id x v Mug s ^ d n Ki&mm -e 

-108dST^feCtC^L7tDNAi£SBa^J 

5. 
6. 

T^-Y-r— fes> h 1 : 

5' ATAGGCGTAAGCCATCATGCC 3' (SEQIDNOa) 

5* CATCCTGGTTCCTCCCTCTTT 3' (SEQ ID NO:2) 

7. 

7" 7^ —-fey h 2 : 

5' TGTTTCTCAAACTGCCCTTAG 3' (SEQ ID NO:3) 

5' ATGGGATTGTGACTACATGTG 3* (SEQ ID NO:4) 
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8. 

/7^^"-t5/ h 3 : 
5' TCCGGACCCACTTGAGACTCC 3' (SEQ ID NO:5) 

5' GAAAATTCCTCCTATCTTGCA 3' (SEQ ID NO*) 

i& HUB 1/^*13 ^7 "f^—a 
9. 

7 p 7'f-r-t5' h 4 : 
5' ACTCCATTCACACACTGGGTT 3' (SEQ ID NO:7) 

5* AACGAGAAGAGGAGATACAAG 3' (SEQ ID NO:8) 

10. 

11. 
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12. 

/p-^/>/i< i & 1 timA/'C^^ $ b^g^C-Cft*^6~10 
13. 

TWM^tfjPCR (Allele Specific PCR) &£J3l^T, fc fOTW^ 



WO 03/076614 

1/5 

HI 1 A 

1 gaattcacat ttctcacctt ttgatgtatt 
61 aaattttcat gccttcaata atttctaatt 
121 tgatgatgcc ctttcttcca aactttttca 
181 tgtctccatt tgcagaaatt gtagcaacct 
241 tagactgctt tttaagttca gcaattacag 
301 tttccactgg attagcacct ttgctaacct 
361 ccagtacagc agcagtgata gtgocatccc 
421 tcttggacaa gtttagctcc aatgctttta 
481 tcagtcacac catcttttgt tactttggga 
541 cttccctttg gccccattgt aatggctaca 
601 ttaaggctca gacatcagca ccaaatttta 
661 gagccagtag cctggacact ggtctcatct 
721 ctgtggggtg gtggcaggac atgtgcatgg 
781 tgcctcttac tttctaaagg tgacatagca 
841 aggcagagca cataaaggct ttatttcata 
901 gaagaaatag ttttagtgtc aggaatgaat 
961 cacacaagga aacaaagccc tgacaatcag 
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aagaaagtat ggagaaatat atcctctatc 
catcagtcag tgtttttcca tcctttactg 
ttgcatcaga gatgatgtta ccaatttctt 
gtgcaatttc ttcaggtttg gtcacaggtt 
catcaacagc taacatcaca cctctcttga 
tctggaaggc ttatttggaa atagagcata 
ccagtctctc catttgtgtt attggcaaca 
tatttatcct ttaagtcaat tgactttgca 
cttccccagc tatgttcaat aattactgtt 
gcatcgacaa aaagtctaca ctttgaagca 
catctttacc atcacttcaa gtgaggtgag 
ggtgaaagac tgtgggtaat ggaagcattt 
tgaggcaggt catcagcagc aagtgagagc 
agtatacaaa aaaaaataaa atattaattt 
ttccatttct ctgtatgctt tcttcaccag 
gagtctgccc ctcaattcca gcctgctcag 
agtgactccc tggtgactaa gctccagtcc 
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O 1 B (H1A<&»#) 
1021 tggatgcata tttgtttagc agttctgaca 

1081 ccaccagaac cttctttttt tttttttttc 

1141 gattcccgtg cctcagcctc ccaaatacct 

1201 ctaatttttg tatttttcat ggagatgggg 

1261 ctcctgacct catgtgatcc acctgcctca 

1321 agccaccatg ctaggctcag aaatttcctt 

1381 cacaatatcg ttaccagctt cctttaaatc 

1441 tcagaacctg acattttaaa tgaagaggtc 

1501 ccatgtctct gtcactgctg cacccctgag 

1561 tgtttctcaa actgccctta gatcgaaaga 

1621 tcccaagaaa ggccctctcc tgagtgcccg 

1681 ccaattgcta ctctgggtta cggaagaagg 

1741 cacagccctg aaaacatggg gctccttcat 

1801 cgtggaggcc ttgcagccct actcggtgct 

1861 gacgtctgtg gaaagcagag aaagccctgg 

1921 acattccctg agtgacggtg tgaatggaag 

1981 tggcccaggc ctgggtgaac tctgagggga 
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gcatctgacc cagccctctc tttgcatacc 
tttgagactg agtcttgctc tgtcggaagc 
ggaattatag gcgtaagcca tcatgcctgg 
ttttgccatg ttggtcaaat tggtctcaca 
gcctcccaaa gtgctgggat gacaggtgta 
ttataaaaat gtcattaagg atcttggctg 
cacctctggc ctgccaggaa tcagggttct 
aggcaggtca tgaggaaagc ctcattgtcc 
acatcacaga catggacact ggggcctgct 
gggaggaacc aggatgaatg ccactcattt 
ggatggggct ctgtccattg cctggggccg 
acagggtcct gagagacacc agagacctca 
aagtgtttcc catcaccaac agggagacca 
tctccaccaa atcccaaggg cagtgacgct 
ctcccaaagc cctgaagtcc tgtggagctg 
gaactcaagt gcgggtggta ggccacctcc 
cacatgtagt cacaatccca tcctcccatt 
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EM c <hib0>«*) 

2041 ctccttctca gaggaaggaa gtgggcatcc 
2101 tggggagttt caggggaact ttcacataaa 
2161 gggcccacca tgctcccggt gctgccagag 
2221 gagccagccc tgtatcatcc ccaggagctg 
2281 aaagagctct caatttggcc tgagactgtc 
2341 acagagtggg cagcaggtga gtggcaggtt 
2401 tgagacagac ccagcccctc actccattca 
2461 aggaattttc tggtcccaag agcaggagga 
2521 tttgcataag atctcctgag tgtgcattgt 
2581 taagtggctg aattctaacc tctgtaatga 
2641 acctggtgac cagggaccag gacctttata 
2701 cagctcctgg tgaagctccc agccatcagc 
2761 cctcttcata ttcctgatgc ctcttccagg 
2821 ccaaatggaa gaatggcgta gaagttctct 
2881 ccctcatccc tctctctcct tcctctctct 
2941 ctctctcttc ttccctctct ctcttttttt 
3001 atgtctttct ttctttctct ttcctttctt 
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atctgcctca tctctctccc gtggggaaga 
tttcaccagc tcagatctcc tgtgaggatg 
gccctgagcc cctccagggt ccctgggttt 
aatgtccgaa caatggatag aattagatgg 
cccagatact caggaaaaac aggacgtcgc 
ataggtcctg agtttgagtt tgttctcacg 
cacactgggt tttaaatggt gcaagatagg 
agggattttc tggggtttcc tgagtccaga 
tctttgagga ccattctctg actcaccagg 
gcattgcacc caataccagt tctgaactct 
aggtggaagg cttgatgtcc tccccagact 
catgagggtc ttgtatctcc tcttctcgtt 
tgagatgggc cagggaaata ggagggttgg 
gtctcctctc attcccctcc acctatctct 
gtgtgtcccc tccatccttt tctcctgctt 
ctgtctttct ttttcctctc tccctagagc 
ctacccacac ttttagactg agtagactga 
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HI 1 D (BMCfliKS) 

3061 atgccctatt taattgaacc aagcattgct tccttcaata gaaaaggagt ttgagaaccc 
3121 aatggacaac tcactcgttc ttctaagcca atatgaagga gcccagtagt ttgtaaatat 
3181 catctcttca ctgctttcca tgctacaact gctgagacta tggttgaaac ctgttaggtg 
3241 actttttaaa taaaaggcag aaattttgat tttatctaaa gaaagtagta tagaatgtca 
3301 ttttctaaat ttttatattt aaagagtaga tactgcaacc tagagaattc cagataatct 
3361 taaggcccag cctatactgt gagaactact gcagcagaca ctctgccccc aggacttttc 
3421 tgatcagagg ccctgagaac agtccctgcc actaggccac tgcaggttca caggacaggg 
3481 acagcccatt gaaaccaact tttaaacctg gatgcctaac cttcattttc tccttgatat 
3541 tatgaaaata aaataaaaac catgaaagga taaaagaggg agagtggaag ggaaggatgg 
3601 agaaagggaa aaagaaaatt tgagagtaaa tcctaaaaca attaatctaa tagatatcat 
3661 cttgtgaaat cctcatttta ccaatcttat ttatgagtcc tgggttttgt gagaacaatg 
3721 gggttctgag aggcaccaga gacctcatat tttccaaaac ctagaacagt ataatgaagg 
3781 aaggagggaa ggagggaggg agggagggaa ggagggaagg agggagggag ggagggaaac 
3841 aaaaagaaga atgaggttga aaccaggact tagatattag aaacaagcca ttacaaaatt 
3901 tatttctatg gttaattgtg gttttcaact gtaagttact tggtgttaat ttcctattaa 
3961 acaatttoag taagttgcat cttttttatc ccatctcaga tcaaatactt aacagactaa 
4021 atgatttgaa aaagcaaaag tttactggct tgtgtgtgtt aaaatggagg tatggtggct 
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01 E (H1D0IIS) 

4081 ttgatattat cttcttgtgg tggagctgaa ttcacaagag atcgttgctg agctcctgcc 
4141 agaccccacc tggaggcccc agtcactcag gagagatcag ggtctttcac aatcaggttc 
4201 tacaaaaata aacatccccc aaaccacagc agtgccagtt tccatgtcag aaacttagat 
4261 ccaaatgact gactcgcgtc tcattatcat gatggaaaag cccaggcttg agaaagaagc 
4321 ccgctgcgga tttactcaag gcgatactga cacagggttt gtgtttttcc aacatgagtt 
4381 ttgagttctt acacgctgtt tgctcttttt gtgtgttttt tccctgttag gtgtttttgg 
4441 tggtataggc gatcctgtta cctgccttaa gagtggagcc atatgtcatc cagtcttttg 
4501 ccctagaagg tataaacaaa ttggcacctg tggtctccct ggaacaaaat gctgcaaaaa 
4561 gccatgagga ggccaagaag ctgctgtggc tgatgcggat tcagaaaggg ctccctcatc 
4621 agagacgtgc gacatgtaaa ccaaattaaa ctatggtgtc caaagatacg caatctttat 
4681 cctagtaatt gtggtcattg ggtgatgttg gtttgggcag gccatctcta atatccttga 
4741 aacacctttt tctgctctcc aggaaggggt cagggctgcc acagcggggc ttggagtgc 
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<210> 6 
<211> 21 
<212> DNA 
<213> human 

<400> 6 

gaaaattcct cctatcttgc a 21 

<210> 7 
<211> 21 
<212> DNA 
<213> human 



<400> 7 



WO 03/076614 



PCT/JP03/02518 



4/17 

actccattca cacactgggt t 

<210>8 
<211> 21 
<212> DNA 
<213> human 

<400> 8 

aacgagaaga ggagatacaa g 

<210>9 
<211> 21 
<212> DNA 
<213> human 

<400>9 

gatgggaaac acttatgaag g 

<210>10 
<211> 30 
<212> DNA 



WO 03/076614 



PCT/JP03/02518 



5/17 

<213> human 
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ggccgccaat tgctactctg ggttacggag 30 
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ctactctggg ttacggagga aggacagg 28 

<210>19 
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<211>25 
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<213> human 

<400> 21 
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<210>22 
<211> 22 
<212> DNA 
<213> human 

<400> 22 

tctcaaactg cccttagatc ga 22 

<210>23 
<211>22 
<212>DNA 
<213> human 
<400> 23 
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ccaggagctg agtctgggga gg 22 

<210>24 
<211> 4799 
<212> DNA 
<213> human 
<220> 

<223> beta-defensin 2 
<400> 24 

gaattcacat ttctcacctt ttgatgtatt aagaaagtat ggagaaatat atcctctatc 60 
aaattttcat gccttcaata atttctaatt catcagtcag tgtttttcca tcctttactg 120 
tgatgatgcc ctttcttcca aactttttca ttgcatcaga gatgatgtta ccaatttctt 180 
tgtctccatt tgcagaaatt gtagcaacct gtgcaatttc ttcaggtttg gtcacaggtt 240 
tagactgctt tttaagttca gcaattacag catcaacagc taacatcaca cctctcttga 300 
tttccactgg attagcacct ttgctaacct tctggaaggc ttatttggaa atagagcata 360 
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ccagtacagc agcagtgata gtgccatccc ccagtctctc catttgtgtt attggcaaca 420 

tcttggacaa gtttagctcc aatgctttta tatttatcct ttaagtcaat tgactttgca 480 

tcagtcacac catcttttgt tactttggga cttccccagc tatgttcaat aattactgtt 540 

cttccctttg gccccattgt aatggctaca gcatcgacaa aaagtctaca ctttgaagca 600 

ttaaggctca gacatcagca ccaaatttta catctttacc atcacttcaa gtgaggtgag 660 

gagccagtag cctggacact ggtctcatct ggtgaaagac tgtgggtaat ggaagcattt 720 

ctgtggggtg gtggcaggac atgtgcatgg tgaggcaggt catcagcagc aagtgagagc 780 

tgcctcttac tttctaaagg tgacatagca agtatacaaa aaaaaataaa atattaattt 840 

aggcagagca cataaaggct ttatttcata ttccatttct ctgtatgctt tcttcaccag 900 

gaagaaatag ttttagtgtc aggaatgaat gagtctgccc ctcaattcca gcctgctcag 960 

cacacaagga aacaaagccc tgacaatcag agtgactccc tggtgactaa gctccagtcc 1020 

tggatgcata tttgtttagc agttctgaca gcatctgacc cagccctctc tttgcatacc 1080 
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ccaccagaac cttctttttt tttttttttc tttgagactg agtcttgctc tgtcggaagc 1140 

gattcccgtg cctcagcctc ccaaatacct ggaattatag gcgtaagcca tcatgcctgg 1200 

ctaatttttg tatttttcat ggagatgggg ttttgccatg ttggtcaaat tggtctcaca 1260 

ctcctgacct catgtgatcc acctgcctca gcctcccaaa gtgctgggat gacaggtgta 1320 

agccaccatg ctaggctcag aaatttcctt ttataaaaat gtcattaagg atcttggctg 1380 

cacaatatcg ttaccagctt cctttaaatc cacctctggc ctgccaggaa tcagggttct 1440 

tcagaacctg acattttaaa tgaagaggtc aggcaggtca tgaggaaagc ctcattgtcc 1500 

ccatgtctct gtcactgctg cacccctgag acatcacaga catggacact ggggcctgct 1560 

tgtttctcaa actgccctta gatcgaaaga gggaggaacc aggatgaatg ccactcattt 1620 

tcccaagaaa ggccctctcc tgagtgcccg ggatggggct ctgtccattg cctggggccg 1680 

ccaattgcta ctctgggtta cggaagaagg acagggtcct gagagacacc agagacctca 1740 
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cacagccctg aaaacatggg gctccttcat aagtgtttcc catcaccaac agggagacca 1800 

cgtggaggcc ttgcagccct actcggtgct tctccaccaa atcccaaggg cagtgacgct 1860 

gacgtctgtg gaaagcagag aaagccctgg ctcccaaagc cctgaagtcc tgtggagctg 1920 

acattccctg agtgacggtg tgaatggaag gaactcaagt gcgggtggta ggccacctcc 1980 

tggcccaggc ctgggtgaac tctgagggga cacatgtagt cacaatccca tcctcccatt 2040 

ctccttctca gaggaaggaa gtgggcatcc atctgcctca tctctctccc gtggggaaga 2100 

tggggagttt caggggaact ttcacataaa tttcaccagc tcagatctcc tgtgaggatg 2160 

gggcccacca tgctcccggt gctgccagag gccctgagcc cctccagggt ccctgggttt 2220 

gagccagccc tgtatcatcc ccaggagctg aatgtccgaa caatggatag aattagatgg 2280 

aaagagctct caatttggcc tgagactgtc cccagatact caggaaaaac aggacgtcgc 2340 

acagagtggg cagcaggtga gtggcaggtt ataggtcctg agtttgagtt tgttctcacg 2400 

tgagacagac ccagcccctc actccattca cacactgggt tttaaatggt gcaagatagg 2460 
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aggaattttc tggtcccaag agcaggagga agggattttc tggggtttcc tgagtccaga 2520 



tttgcataag atctcctgag tgtgcattgt tctttgagga ccattctctg actcaccagg 2580 



taagtggctg aattctaacc tctgtaatga gcattgcacc caataccagt tctgaactct 2640 



acctggtgac cagggaccag gacctttata aggtggaagg cttgatgtcc tccccagact 2700 



cagctcctgg tgaagctccc agccatcagc catgagggtc ttgtatctcc tcttctcgtt 2760 



cctcttcata ttcctgatgc ctcttccagg tgagatgggc cagggaaata ggagggttgg 2820 



ccaaatggaa gaatggcgta gaagttctct gtctcctctc attcccctcc acctatctct 2880 



ccctcatccc tctctctcct tcctctctct gtgtgtcccc tccatccttt tctcctgctt 2940 



ctctctcttc ttccctctct ctcttttttt ctgtctttct ttttcctctc tccctagagc 3000 



atgtctttct ttctttctct ttcctttctt ctacccacac ttttagactg agtagactga 3060 



atgccctatt taattgaacc aagcattgct tccttcaata gaaaaggagt ttgagaaccc 3120 
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aatggacaac tcactcgttc ttctaagcca atatgaagga gcccagtagt ttgtaaatat 3180 

catctcttca ctgctttcca tgctacaact gctgagacta tggttgaaac ctgttaggtg 3240 

actttttaaa taaaaggcag aaattttgat tttatctaaa gaaagtagta tagaatgtca 3300 

ttttctaaat ttttatattt aaagagtaga tactgcaacc tagagaattc cagataatct 3360 

taaggcccag cctatactgt gagaactact gcagcagaca ctctgccccc aggacttttc 3420 

tgatcagagg ccctgagaac agtccctgcc actaggccac tgcaggttca caggacaggg 3480 

acagcccatt gaaaccaact tttaaacctg gatgcctaac cttcattttc tccttgatat 3540 

tatgaaaata aaataaaaac catgaaagga taaaagaggg agagtggaag ggaaggatgg 3600 

agaaagggaa aaagaaaatt tgagagtaaa tcctaaaaca attaatctaa tagatatcat 3660 

cttgtgaaat cctcatttta ccaatcttat ttatgagtcc tgggttttgt gagaacaatg 3720 

gggttctgag aggcaccaga gacctcatat tttccaaaac ctagaacagt ataatgaagg 3780 

aaggagggaa ggagggaggg agggagggaa ggagggaagg agggagggag ggagggaaac 3840 
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aaaaagaaga atgaggttga aaccaggact tagatattag aaacaagcca ttacaaaatt 3900 

tatttctatg gttaattgtg gttttcaact gtaagttact tggtgttaat ttcctattaa 3960 

acaatttcag taagttgcat cttttttatc ccatctcaga tcaaatactt aacagactaa 4020 

atgatttgaa aaagcaaaag tttactggct tgtgtgtgtt aaaatggagg tatggtggct 4080 

ttgatattat cttcttgtgg tggagctgaa ttcacaagag atcgttgctg agctcctgcc 4140 

agaccccacc tggaggcccc agtcactcag gagagatcag ggtctttcac aatcaggttc 4200 

tacaaaaata aacatccccc aaaccacagc agtgccagtt tccatgtcag aaacttagat 4260 

ccaaatgact gactcgcgtc tcattatcat gatggaaaag cccaggcttg agaaagaagc 4320 

ccgctgcgga tttactcaag gcgatactga cacagggttt gtgtttttcc aacatgagtt 4380 

ttgagttctt acacgctgtt tgctcttttt gtgtgttttt tccctgttag gtgtttttgg 4440 

tggtataggc gatcctgtta cctgccttaa gagtggagcc atatgtcatc cagtcttttg 4500 
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ccctagaagg tataaacaaa ttggcacctg tggtctccct ggaacaaaat gctgcaaaaa 4560 

gccatgagga ggccaagaag ctgctgtggc tgatgcggat tcagaaaggg ctccctcatc 4620 

agagacgtgc gacatgtaaa ccaaattaaa ctatggtgtc caaagatacg caatctttat 4680 

cctagtaatt gtggtcattg ggtgatgttg gtttgggcag gccatctcta atatccttga 4740 

aacacctttt tctgctctcc aggaaggggt cagggctgcc acagcggggc ttggagtgc 4799 



PCT/JP03/02518 



UK* (Hi«ffl> - ruMimv 2O03*i ; -03iio-i n (01.03.200:0 sMtiii »»*oo»s5fj' 



tt*5fe«>W*l-K:Ba-t- 5 H> 57". "C 
*#Jfc b fcv MJH>Y<XJiS&flifl: 
Wko>mfUzW+& t \ l &x (Si 

IW4. 17 (v) 24.0=51 0)2. 1(a) (v)) 



*SRttljRf::HU 



ic Mac £ titz c £ £ $ L£T & o 



2001^11^240 (24.11.2001) 

International Association for Dental Research 



m«?mm 

PR>T>«>tt0r 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/02518 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C12N15/09, C12Q1/68, G01N33/566, 33/53 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C12N15/00-15/90, C12Q1/68, G01N33/566, 33/53 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
GeneBank/EMBL/DDBJ/SwissProt/PIR/GeneSeq 
CA/BIOSIS/WPIDS/MEDLINE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 
P,A 



Jurevic R.J. et al., "Single-uncleotide 
pomorphisms and haplotype analysis in p-defensin 
genes in different ethnic populations Genetic 
Testing, 2002, Vol. 6 (4), pages 261 to 269, 
full text 

Gill Diamond et al., "Transcriptional Regulation 
of p-Defensin Gene Expression in Tracheal 
Epithelial Cells", Infection and Immunity, 2000, 
Vol. 68(1), pages 113 to 119, full text; 
particularly, GenBank Accession No. AF071216 

Hiroko ISHII et al., "Transcriptional regulation 
of human p-defensin(hBDs) " , Inflammation & 
Immunology, 2001, Vol. 21(3), pages 219 to 226, 
full text 



1-3 
4-12 



1-12 



1-12 



pq Further documents are listed in the continuation of Box C. f— | See patent family annex. 



* Special categories of cited documents: 

tt A a document defining the general state of the art which is not 

considered to be of particular relevance 
a E* earlier document but published on or after the international filing 
date 

V document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

a O w document referring to an oral disclosure, use, exhibition or other 
means 

«p* document published prior to the international filing date but later 



U T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

"&* document member of the same patent family 



Date of the actual completion of the international search 
03 June, 2003 (03.06.03) 


Date of mailing of the international search report 
17 June, 2003 (17.06.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/02518 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 2001-288105 A (Yoshihiro YASUHIKO) , 
16 October, 2001 (16.10.01), 
Full text 
(Family: none) 



1-12 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/02518 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. Q<] Claims Nos.: 13 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claim 13 pertains to diagnostic method to be practiced on the human body 
or animal body and thus relates to a subject matter which this 
International Searching Authority is not required, under the provisions 
of Article 17(2) (a) (i) of the PCT and Rule 39.1(iv) of the Regulations 
under the PCT, to search. 

2. □ Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. r— 2 As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [— | No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest f— | The additional search fees were accompanied by the applicant's protest. 

| — | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



■RMS** 



HRfflfI#-§- PCT/JP03/02 5 1 8 



A. *W©*1-S$»©*HH (HRHMWHR (IPO) 

Int. CI T C12N15/09, C12Q1/68, G01N33/566, 33/53 



«**flofc*/M!«W (BHMHWWH (IPC) ) 

Int. CI T C12N15/00-15/90, C12Q1/68, C01N33/566, 33/53 



GeneBank/EMBL/DDBJ/SwissProt/PIR/GeneSeq 
CA/BIOSIS/WPIDS/MEDLINE (SIN) 









P, X 
P, A 


Jurevic R. J. et aL "Single-nucleotide pomorphisms and haplotype 
analysis in j3-defensin genes in different ethnic populations 
Genetic Testing, 2002, Vol. 6(4), p. 261-269, 


1-3 
4-12 


Y 


Gill Diamond et aL "Transcriptional Regulation of fl-Defensin Gene 
Expression in Tracheal Epithelial Cells'' 
Infection and Immunity, 2000, Vol. 68(1), p. 113-119, 
Xfik&fc, $Fl£GenBank Accession No. AF071216#flS 


1-12 


Y 


Hiroko Ishii et al. "Transcriptional regulation of human j3-defensin 
(hBDs) * 

2001, Vol. 21 (3), p. 219-226, 


1-12 



[x] cm<o^\z.-h-xmw\^nx\,^„ 



tej m»a»Bmnmmtitttmf^bi». m^mm 

OS* *{+*) 

roj pKfc±*W*» ttflK i^fi:f&t5« 

rpj m^mmsmx\ ^■o^m<o±m<ommt^aam 



rxj #^M)S©fc55:iK-efooT. £$:S:i&©*t?ss?i? 

J; o T it^teis fti^ t hfo%> 1 © 
r&j wi-^yhyr^v—XM. 



0 3. 0 6. 0 3 



17.06.03 



H»ff (1 SA/J P) 
100-8915 



« * « H * l.'ii*' 1 



4N 



9 4 5 1 



03-3581-1 101 3 4 8 8 



tRSCPCT/I SA/2 1 0 (®2^— ^) (1 9 9 8^7/j) 



H^ta®#* PCT/J PO 3/0 2 5 1 8 



c «») . m-tzkwtbbnzxm 



HOTS 



JP 2001-288105 A (£0#*§) 2001. 10. 16, 



1-12 



HWPCT/ISA/2 10 («2-«-^fl5tt*) (1 9 9 8^7^) 



w&mmm^ pct/j po 3/02 5 1 8 



&m8&m3m (pcti 7^(2)( a » <omm^t.<o. z<Dmm®&n%\m<ommz£ym*<nmwco--mc^xft 

§9*^51 314, KWX\m%OW<nm\l3mmir^h<r>Xh^X. PCT17^(2)(a)(i)&tW>CT^Blj39.1(iv)©^ 



3. □ m*<Dim (4, : BeJRft*<o(55HT'feo'rpcTS.MiJ6.4(a)(Dm2S:S.vm3S:roa^ 



1. □ m^A^s^iiiD^^ic^^-r^-c^Rijrttc^LfcoT?, r<z>BPM#ft£i4, ^-ccosaswtg&ifi* 

2. □ >iM*#i^&£#^3*-C-*>&<, t^X<D®&^mtJ:&*<Dfamz^Xffl&irZ>-btfX'£1t<OX\ ii 



4. □ tHgiA* J £<S^iiJDSia#^#S-»!R3i*i^#L'tc^ofc(0-T?, r©HISfE*«£l4, ®*<ofoW<r>&V)\zm$, 



□ mm^m<omhmm®Afrbm$&xvh^tz.. 



&5tPCT/I SA/21 0 (»1"*-5>©*B6 (1) ) (1 998^7£) 



